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I. Basis of the report 



1. This report has been 
response to an Invitation 
the report since they do 
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Under Article 14 are referred to in this report as 'originally fitedT and are not annexed to 
npt contain amendments.): 
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Claims, No.: 
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Drawings, sheets: 
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originally filed 
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received on 
originally filed 



03/04/1998 with letter ot 



03/04/1998 with letter of 



30/03/1998 



30/03/1998 



2. The amendments have resulted in the cancellation of: 



□ the description, 

□ the dairns, 

□ the drawings, 



pages: 

Nos.: 

sheets: 



3. □ This report has been 
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Point V: 



2. 



The New England 
1175 (hereinafter 
the genetic basis 
transferase 1 in 
contributing to 
promoter region 
explicitly disclose 
trials. 



Journal of Medicine, vol.333, No. 18, Nov. 1995, pages 11 71-. 
referred to as document A) discloses a test for the detection of 
of the reduced expression of bilirubin UDP-Glucuronosyl- 
Gilbert's syndrome. It is shown that the primary genetic factor 
filbert's syndrome is a 2bp insertion in the TATA box of the 5' 
of the gene coding for the enzyme. Document A does not 
the use of this test in a method to improve the efficacy of drug 



jbject 



Thus, the sul 
document A (Article 
use of specific 



Claim 13, referr 
page 1172, 



The subject-matter 
not meet the 



basis 



The genetic 
from document 
acknowledged 



The use of this 
participants in z 



population who 
to the drug are 



-matter of claims 1-12 is novel in the light of the disclosure in 
33(2) PCT). The same applies to claim 14, referring to the 
primers which are not disclosed in the prior art. 



ng to a kit is anticipated by the disclosure in document A (see 
metpods) and does not meet the requirements of Article 33(2; rv • ! 



of claims 1-14 is not based on an inventive concept and does 
requirements of Article 33(3) PCT. 



of Gilbert's Syndrome, as well as a test for detecting it, is known 
A. The findings made by the authors of document A are 
<pn page 10, lines 21-29 of the present application. 



well known test to screen samples of individuals for potential 
drug trial, i.e. a trial to test the efficacy of a drug in fighting 
Gilbert's syndrome, cannot be considered as being based on an inventive concept 
within the meaning of Article 33(3) PCT. In fact, no drug trial would ever be started 
by a skilled per$on without the initial step of selecting individuals from a mixed 

are indeed affected by the disease or syndrome whose response 
o be tested. Any mode of proceeding which departs from this 



scheme would be highly illogical and counterproductive with regard to the result 



and evidence p 



ovided by said drug trial. 
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•SEPARATE SHEET 



The specific prijners 
document A, do 
also not considered 



referred to in claim 14, for use in the well known test of 
not seem to bring about any surprising result, thus claim 14 is 
to be inventive. 
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Due to the 
prevalence 
to consider 
reduced 
certain s 
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benign nature of the syndrome and its 
in the population it may be more appropriate 
GS as a normal genetic variant 2 exhibiting » 
bilirubin glucuronidation capacity (which in 
ituations such as fasting , illness or 

of drugs) could precipitate jaundice. 



administration 



In drug trials where high levels of serum total 
bilirubin is detected for certain individuals , it is 
not clear whether this is because the individuals have 
Gilbert's Syndrome or if it because of an effect of the 
drug- Whereas presently, results are explained merely 
by saying that the individuals have Gilbert's Syndrome, 
it is suspected that in the future, it will be 
necessary 



to prove this fact. 



Where a 
volunteers 
subjected 
no smokinc 
indication 
Syndrome 
Therefore, 
required 
phase 3 
been spent 
individual 
effected 



jaundiced phenotype is apparent after 

have been accepted for a trial and have been 
to five days of a strict diet, no alcohol and 
the jaundiced appearance giving an 
that the individuals have Gilbert's 
may cause them to be ruled out of the tri* 1 ** 

where approximately 250 individuals would be 
ijor phase 1 trials and about 6000 patients for 
trials, unnecessary time and effort would have 
during the first 5 days of these trials and 
s having Gilbert's Syndrome may be ill 



The present 
improving 
problems 



Bosma et al. (New England Journal of Medicine (1995) 
volume 33: Number 18) reported the genetic basis of 
Gilbert's syndrome. 



invention aims to provide a method of 
the efficacy of drug trials in view of the 
mentioned above. 
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According :o the present invention there is provided a 
method for improving the efficacy of drug trials, the 
method comprising the step of screening samples from 
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CLAIMS 



1. Use df a test for detecting the genetic basis of 
Gilbert's Syndrome in a method to improve the 
efficacy of drug trials, the method comprising 

samples from potential participants for 
basis of Gilbert's Syndrome and eliminating or 
j ding potential participants in a drug trial 
knowledge of them possessing or not 
;sing the genetic basis of Gilbert's 
Dme . 



2. 



screening 
the 
inclt 
in 

poss 



ttm 



6 S£ 



Syndio 



Use 6f a test as claimed in claim 1 wherein the 
method comprise the steps of : 



a) 



b) 



c) 



d) 



Use 
the 
any 
part 



24 



taking a sample from each potential 
participant in a drug trial, 

screening the samples for the genetic basis . 
of Gilbert's Syndrome, 

identifying participants having the genetic 
basis of Gilbert's Syndrome, and 

proceeding with drugs trials in the knowledge 
of participants possessing or not possessl.., 
the genetic basis of Gilbert's Syndrome. 



Of 



a test as claimed in claim 1 or 2 wherein 
ample is chosen from blood, buccal smear or 
<|>ther sample containing DNA from the potential 
cipants . 



Use if a test as claimed in any of the preceding 
clains further comprising the step of eliminating 
participants having the genetic basis of Gilbert's 
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8. 



10. 



Syndrprae from a drugs trial. 

Use of a test as claimed in any of claims 1 to 3 
wherein the method comprises the further step of 
selecting only participants having genetic basis 
for Gilbert's Syndrome for a drugs trial. 

Use o|f a test as claimed in any of claims 1 to 3 
further comprising the step of interpreting the 
results of the drugs trial in the knowledge that 
certain participants have Gilbert's Syndrome. 

Use of a test as claimed in any of the preceding 
claims wherein the method comprises the steps of: 



a) 



b) 



d) 



Use 
cla 



of 



basis 
UDP- 



11. 
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Isolating DNA from each sample, 

amplifying the DMA inner region indicating 
the genetic basis for Gilbert's Syndrome, 

isolating amplified DNA fragments, and 

identifying individuals having the genetic 
Das is of Gilbert's Syndrome. 



a test as claimed in any of the preceding 
wherein the DMA is amplified using the 
polymerase chain reaction (PCR) using a 
radiopctively labelled pair of nucleotide primers. 

Use of a test as claimed in any of claims 7 to 9 
wherein the DNA region indicating the genetic 

of Gilbert's Syndrome is the gene encoding 
glucuronosyl transferase (UGT) . 



Use of a test as claimed in any of claims 7 to 10 
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wherein 
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12. Use qf 



a test as claimed in any of claims 7 to 11 
wherejin the DNA to be amplified includes the 
regions between -35 and -55 nucleotides at the 5' 
end cjf UGT 1*1 exon. 



13. 



for screening individuals participation 
trials, the kit comprising primers for 
amplifying DNA in the region of the genome 
indicating the genetic basis of Gilbert's 



A kit 
drug 



Syndrome 



14 . Primers 
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26 



the DNA to be amplified is in an upstream 
region of the UGT 1*1 exon 1. 



in 



for use of a test as claimed in any of the 
preceding claims including primer pairs, AB or CD 
as fellows: 

A/B ( A , 5 ' - AAGTGAACTCCCTGCTACCTT - 3 ' , 
B , 5 ' -CCACTGGGATCAACAGTATCT- 3 ' ) or 
C / D ( C , 5 ' -GTCACGTGACACAGTCAAAC - 3 ' ; 
D 5 ' -TTTGCTCCTGCCAGAGGTT-3 ' ) . 
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